swelling and rupture of mitochondria and a reduction in ATP/ADP ratio compared with untreated cells. These effects of concanavalin A were markedly reduced by oc-methyl-Dmannopyranoside, indicating that the concanavalin A binding sites on the LAT cells are sterically related to this sugar. The observed effects on the mitochondria may provide an explanation for the known cytotoxic effect of concanavalin A on ascites tumour cells. Chlorambucil has been used extensively for the treatment of chronic lymphoblastic leukaemia but the development of resistance to the drug has restricted its usefulness. An understanding of its mode of action when used in combination with other substances may lead to a wider application of the drug in cancer therapy. In recent years vitamin A and caffeine have been reported to enhance the anti-tumour effect of certain alkylating agents (Cohen and Carbone, J. natn. Cancer Inst., 1972, 48, 921; Cohen, J. natn. Cancer Inst., 1972, 48, 927) .
ACCENTUATION OF CHLORAM-BUCIL EFFECT BY VARIOUS ADDI-TIVES ON RAT TUMOUR CELLS IN
In view of these observations, we have investigated the combined effect of chlorambucil, vitamin A, caffeine and phenobarbitone on an established tumour cell line derived from a male rat breast. The viable cell counts in chlorambucil (Chl), Chl + phenobarbitone (Pb), Chl + Pb + caffeine (Caf) and Chl + Pb + Caf + vitamin A were 610%, 4400, 40% and 25% of the control counts respectively after 3 days, at which time these combinations had their greatest efficacy. In recent years it has been possible to obtain growth of human tumours in " immune deprived " rodents. We have observed that certain types of tumour, for example, carcinoma of the colon and rectum, almost invariably become established and others have proved difficult to grow. During this work a number of factors have emerged that seem likely to influence the establishment of human tumour grafts. These factors include species of recipient, method of immune deprivation, blood levels of sex hormones in the recipient and size and site of implant. Endocr. 1972, 34, 247) described the acute stimulation of prolactin secretion using 50 mg of chlorpromazine i.m. The prolactin response was diminished in hypopituitarism.
CHLORPROMAZINE
Six patients with breast cancer were similarly tested. The plasma prolactin response was measured by homologous radioimmunoassay. The mean basal plasma prolactin was 13-7 + (s.e.) 7-5 mAmp/ml. This rose to a peak of 77-3 ± 11-4 mAmp/ml within 2 hours of the injection.
One to three months after yttrium implant pituitary ablation for advanced breast cancer, patients received a similar stimulation of residual prolactin cell function. This was in addition to the standard test of growth hormone response to insulin reduced hypoglycaemia (Stewart et al., J. Endocr., 1971, 50, 41 Adenocarcinomata from the Fentazin treated animals displayed greater metabolism of testosterone than those from control animals whereas the transformation of dehydroepiandrosterone was similar in both groups. The increase in testosterone metabolism was largely accounted for by a significant increase in 5-co-reductase activity. These results suggest that prolactin may modify the intracellular environment of steroid hormones in rat adenocarcinomata. Thirty-two patients with acute nonlymphocytic leukaemia (22 myeloid, 2 monoblastic, 3 myelomonoblastic, 2 promyelocytic, 3 blast crisis) have been treated with combined daunorubincin 1 mg/kg i.v. x 1 cytosine arabinoside 2 mg/kg x 5 and vincristine 1 mg i.v. x 1 in 5-day cycles and followed by 6-mercaptopurine and cyclophosphamide when remission was induced, with reinduction at 3-monthly intervals. Sixty per cent of patients went into full remission, which has lasted from 6 months to 2 years. Two patients with acute promyelocytic leukaemia developed coagulation problems which were controlled by EACA and then went into full remission. Two patients with acute monoblastic and myelomonoblastic leukaemia went into full remission on this programme.
One patient who was extremely ill during induction of remission developed a severe neuropathy. Alopecia was a problem with higher dosage of daunorubicin and cardiotoxicity occurred in 2 patients. Reinduction at 3-monthly intervals with triple chemotherapy was smooth and in our opinion contributes to the prolonged remission in these cases. Age group did not significantly affect remission rate. The combination of estimations of carcinoembryonic antigen (CEA) with certain serum enzymes (y glutamyl transpeptidase (yGT) and leucine aminopeptidase (LAP) can enhance the separation of controls from patients with primary colorectal cancer and those with metastatic involvement of the liver.
yGT contributes to this discrimination in both the primary and secondary case. The mean values were: (i) control 13-94 ± 7-65; (ii) primary 21'65 i 12-20 and (iii) metastatic 139-34 ± 96-22.
On the other hand, the LAP was elevated only in metastatic involvement of the liver and did not rise before the yGT exceeded 100 units: (i) control 41-55 ± 9-20; (ii) primary 40-27 + 14-38 and (iii) metastatic 96-81 + 50-39.
